Supplementary Fig. S2
A

% of mutations

Cancer cell fraction Mutation pathogenicity
caset L o Likely pathogenic 0 20 40 60 80 100 (%)
e —————————__ m ity et or el . .
s NN RO = >5%20% ° Y b
B 1111 T O = 22090k Synonymous | cancer genes s
e, NN ARERREEEREE O a4 A scone R I L
= >80%-100% N ne "
resence in Cancer Indelerminalel:l:l - [*
O Not assessed -
Gene Census, Cancer5000-S
Cl y
S N— ko sessorcr [
Case2
S| - -
A p— T Prosentin iy umor and mtasias (k. FPEbpaes) |+ P85
E Present i either primary tumor or metastasis (incl. FFPE biopsies) sux Zm 001
w
% of mutations
0 20 40 60 80 100 (%)
Case3 . X | E—
s NSRRI wikely pathogenic | 1
s ORI AR ATIE . . -
Likely pathogenic —
(other genes)
Case§
LTI T AT T AT o v T T synomymous [ |
o | e NARANVZARVANAY AV O T T oo
& P 1111711 s \WLAEA AN ) Clonal in primary tumor and metastasis (incl. FFPE biopsies) -
% "“‘““"”""””I YIYM”I I””I""" I Clonal in either primary tumor or metastasis (incl. FFPE biopsies)  x«x p<0.001
&
w
i i
Case6 Case?
e AAALZCATER (7Tl e AT m
P N LTI I B 11/ 1T TN T
& | e IV VAN 1111 TV ARV AN
h RS I
2
w
Case8
e /AT /AT AT T T AT
Rl 1TV TV T T A T AT AV I il il
NN A A AR AR A AR AT ||||||||'n|m||' 7/ ] (T |
oo ERRRARRRRRREZZZAV N2 A2 A A AT ANV AT AT AN AN AV
,
& |
g i !
I g
g cases i
w
e T T T A A LA AT TV T T AT i (TR
e U O ]
A T A A A R il i
4 A LV L LN oY i LY /| VLLMIN Ve i i A
s RN A A AR ZA VAR ZA A ZA VA AR AV AN 0 AR A1

Supplementary Fig. S2: Repertoire of somatic mutations found in the biopsies of primary breast
cancers and their metastatic lesions in the nine treatment-naive patients with de novo synchronous
metastatic breast cancer. (A) Heatmaps indicate the cancer cell fraction of somatic mutations as
determined by ABSOLUTE (24) (blue, see color key) or their absence (grey) in each biopsy (frozen and FFPE
where available). Clonal mutations are highlighted in orange boxes and mutations associated with the loss
of the wild-type allele are indicated with a diagonal bar. Red, dark grey and light grey dots beneath the
heatmap indicate the mutation pathogenicity according to the color key. Mutations affecting cancer genes
(31-33) are indicated by orange dots. Cases are grouped according to their ER and HER2 status. (B) Barplots
of the distribution of mutations (top) present and (bottom) clonal in the frozen and FFPE diagnostic biopsies
of the paired primary tumors and the metastatic lesions, classified as likely pathogenic (cancer genes), likely
pathogenic (other genes), of indeterminate pathogenicity, likely passenger and synonymous mutations from
all patients. Comparisons between the groups of mutations of different pathogenicity were performed using

Fisher’s exact tests. *: p < 0.05, **: p < 0.01, ***: p < 0.001, ns: not significant.



